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AB A composition for the treatment and "prevention of endothelial 

dysfunction comprising a therapeutically effective amount of 
anti-inflammatory agents comprising; NSAJDs, an amino sugar and a zinc 
compound combined with dietary supplemenrsvand a method for the 
treatment and prevention of endothelial dysfunction in mammals. 
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Persistent production of platelet thromboxane A2 
in patients chronically treated with aspirin. 
Pulcinelli F.M.; Riondino S.; Celestini A.; Pignatelli P.; 
Trifiro E.; Di Renzo L.; Violi F. 
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Background: Patients treated w\th aspirin may have a reduced sensitivity 
to its antiplatelet effect. The\ mechanism accounting for such a reduced 
sensitivity might involve an impaVred interaction of aspirin with 
cyclooxygenase-1 (COX)-l. Objective: We sought to investigate whether 
platelets from patients under chron\c treatment with aspirin still produce 
TxA2 and whether there is any relationship between the eventual persistent 
TxA2 formation and platelet aggregatioV . Finally, whether 
platelet-derived TxA2 can be inhibited in vitro addition of aspirin. 
Methods: Collagen-induced platelet aggregation and thromboxane 
-A2 (TxA2) were measured in 196 patients treated with aspirin (100-330 mg 
day(-l)) because of previous vascular event\ or presence of risk factors 
of atherosclerosis. Results: Collagen-induceM TxA2 production of the 
entire cohort was 128.7 ± 21.6 pg 10 (-8) cells\ and was significantly 
correlated with platelet aggregation (Spearman f \ correlation coefficient = 
0.44; P < 0.0001). Patients in the highest quar\ile of TxA2 
showed higher platelet response to collagen (P < C\.0001) when compared 
with those in the lowest quartile. In a subgroup of 96 

patients, platelets were treated in vitro with a TxAC receptor antagonist 
( 13-azaprostanoic acid) or aspirin before stimulation with collagen. 
13-APA acid significantly inhibited platelet aggregation. Aspirin reduced 
(-72.9%) TxA2 production in patients with TxA2 values ahpve the median but 
it was ineffective in those with TxA2 values below the median. 
Conclusion: In some patients chronically treated with aspirin platelet 
production of TxA2 may persist and account for enhanced platelet 
aggregation. Incomplete inhibition of COX-1 seems to be implicated in 
persistent TxA2 production. .COPYRGT. 2005 International Society on 
Thrombosis and Haemostasis. 
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provided. The concentration of 11-dehydro thromboxane in a 
urine sample is measured and compared to a set of standardized 
quartile concentrations. A concentration of urinary 11-dehydro 
thromboxane that falls within the fourth quartile is 

indicative of a greatly increased risk of a recurrent cardiovascular 
event . 
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Systemic inflammation and glycemic control as the 
amplifying factors for aspirin-resistant 
thromboxane biosynthesis in patients with coronary 
artery disease. 

Ohmori, Hisako [Reprint Author]; Murasaki, Kagari M . ; 
Honda, Atsushi; Kakizawa, Yoshiko; Terajima, Yutaka; 
anoue, Kenjino; Kasanuki, Hiroshi 
d Womens Med Univ, Tokyo, Japan 
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Meeting. Info. : 77th Scientific Meeting of the 
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07 -10, 2CKM. Amer Heart Assoc. 
CODEN: CIRCAZ. ISSN: 0009-7322. 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN: 1 Dec^OOS 



Last Updated on STN:NL Dec 2005 
AB Background Aspirin reduces the risk oK cardiovascular events in a broad 
category of high-risk patients. The pr\mary antithrombotic mechanism is 
inhibition of biosynthesis of thromboxane^ ( 2 ) by irreversibly 
acetylating platelet cyclooxygenase-1 . However, aspirin's antiplatelet 
effect may not be uniform in all patients. Conical predictors and 
causative factors of aspirin resistance have not been fully understood. 
To clarify the clinical features of aspirin resistant thromboxane 
synthesis, we evaluated systemic inflammation and gsLycemic control in 
patients with coronary artery disease Methods and Results 36 consecutive 
patients with stable coronary artery disease who had t\ken lOOmg of 
aspirin for previous seven days were enrolled into thisNstudy (mean age 
67.7 + -9.1 years, 10 female). Urinary 1 1 -de hydro- thromboxane 
B-2 (ll-d-TXB2), a stable metabolite of thromboxane A2 , 
high-sensitivity CRP (hs-CRP) , and glycated hemoglobin (HbAl\) were 
measured in all patients and healthy controls. We also evali 
cyclooxygenase-2 (COX-2) expression of circulating monocytes. Usrinary 
concentrations of ll-d-TXB2 (ng/m mol Creatinine), hs-CRP (ng/mL)\and 



HbAlc (%) were significantly higher in patients with coronary artery 
disease compared with healthy control controls. Among patients, compared 
with upper quartile of ll-dehydro-TXB2 (group A) and other 
(<rcoup B) ; group A showed significantly higher levels of hs-CRP and HbAlc. 
(lled-TXB2 group A 30.6 +/- 8.601 versus group B 12.5 + /- 2.8,P<0.01, 
hs-QRP 2411 + /- 713 versus 1010 + /- 284, P<0.01, HbAlc 7.2 +/- 1.1 versus 
5.9 *J- 0.9%, P<0.01). Peripheral monocyte expression of COX-2 was 
detecfsed in 8 of the 9 patients from group A, while 4 of the 27 patients 
from g£\pup B. Statistically significant correlations between ll-d-TXB2 
and botK HbAlc (r=0.63, P<0.01) and hs-CRP (r=0.66, P<0.01) were observed. 
Conclusions These results indicate that systemic inflammation and glycemic 
control iV the amplifying factors for aspirin resistant 
thromboxane, biosynthesis in patients with coronary artery disease. 
These results may help for tailoring therapy to control 
thromboxane A^2) synthesis to improve disease development and 
prognosis. 
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AB Platelet aggregation, PFA-100, and urin> 
B2 (U-TxB(2)) are in vitro tests report 
resistance in patients with clinical car 
prevalence of reported ASA resistance ra 
the prevalence of ASA resistance and relat 



aVid 



resistance in apparently healthy high-risk i 
recruited asymptomatic siblings of patients 
60, along with the sibling's adult offspring 
co-parent. After receiving 81 mg ASAI day for 
was assessed by optical aggregometry to adenosi 
arachidonic acid (AA) , PFA-100 (collagen-epineph 
u-TxB2. Criteria for ASA resistance were defined 



11-dehydro thromboxane 

to identify aspirin (ASA) 
ovascular disease. The 

from 6-60%. We determined 
nships among tests of ASA 



ng\s 



ividuals. Methods: We 
th documented CAD before age 
the offspring's 
days, platelet function 
diphosphate (ADP) and 
ne cartridge), and 
ccording to previously 



published criteria: ADP aggregation >70%, AA aggregation >20%, PFA-100 < 
194 sec. and u-TxB(2) in highest quartile. ResultsX Subjects 
(N=169; mean age 48 +/- 13, 47% male, 21% African American) underwent all 
4 tests in a research laboratory. Values for each of\the 4 platelet 
measures after ASA were: ADP aggregation=67 +/- 12%, AA aggregation^ . 4 
+ /- 1.2%, PFA-100=269 +/- 58 sec, and u-TxB(2) = 535 +/\ 616 pg/ml. The 
prevalence of ASA resistance, as defined by ADP aggregation, AA 
aggregation, PFA-100, and u-TxB(2) was 52%, 0%, 17%, and 2J%, 
respectively, The correlations among the 4 different measures of platelet 
function were all low (Spearman rho ranged from -0.14 to + 0/O6 for 
pairwise comparisons, all statistically nonsignificant) . OveVall 
agreement among the 4 tests for classifying ASA resistant sublets was low 
(kappa = 0.0310, 95% CI -0.1084 to + 0.1704, NS) . Conclusion: 
asymptomatic subjects at high risk for CAD, the observed prevalence of ASA 
resistance is dependent on the in vitro test used to define the 
phenomenon. Different tests identify distinct subgroups with ASA 



resistance. The poor correlation and low overall classification agreement 
suggests that each test measures a distinct in vitro phenotype in response 
to ASA. 
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AB A novel method for assessing the risk of cardiovascular event is provided. 
The concentration of 11-dehydro thromboxane in a urine sample is 
measured and compared to a set of standardized quartile concns . 
A concentration of urinary 11-dehydro thromboxane that falls within the 
fourth quartile is indicative of a greatly increased risk of a 
recurrent cardiovascular event. 
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A composition for the treatment a*nd prevention of endothelial 
dysfunction comprising a therapeutically effective amount of 
anti-inflammatory agents comprising ;\acetylsalicylic acid, an amino 
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Article 
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Background: We studied whether aspirin resistance, defined as failure of 
suppression of thromboxane generation, increases the risk of 
cardiovascular events in a high-risk population. Methods and Results: 
Baseline urine samples were obtained from 5529 Canadian patients enrolled 
in the Heart Outcomes Prevention Evaluation (HOPE) Study. Using a nested 
case-control design, we measured urinary 11-dehydro thromboxane 
B2 levels, a marker of in vivo thromboxane generation, in 488 
cases treated with aspirin who had myocardial infarction, stroke, or 
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AB 



cardiovascular death during 5 years of follow-up and in 488 sex- and 
age-matched control subjects also receiving aspirin who did not have an 
event. After adjustment for baseline differences, the odds for the 
composite outcome of myocardial infarction, stroke, or cardiovascular 
death increased with each increasing quartile of 11-dehydro 
thromboxane B2, with patients in the upper quartile 
having a 1 . 8-times-higher risk than those in the lower quartile 
(OR, 1.8; 95% CI, 1.2 to 2.7; P=0.009). Those in the upper 
quartile had a 2-times-higher risk of myocardial infarction (OR, 
2.0; 95% CI, 1.2 to 3.4; P=0.006) and a 3 . 5-times-higher risk of 
cardiovascular death (OR, 3.5; 95% CI, 1.7 to 7.4; P<0.001) than those in 
the lower quartile. Conclusions: In aspirin-treated patients, 
urinary concentrations of 11-dehydro thromboxane B2 predict the 
future risk of myocardial infarction or cardiovascular death. These 
findings raise the possibility that elevated urinary 11-dehydro 
thromboxane B2 levels identify patients who are relatively 
resistant to aspirin and who may benefit from additional antiplatelet 
therapies or treatments that more effectively block in vivo 
thromboxane production or activity. 
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AB Question: Among high-risk patients with vascular disease treated with 
aspirin, is incomplete suppression of thromboxane generation 
associated with an increased risk of recurrent cardiovascular events? 
Population: Men and women >=55 years of age who had a history of coronary 
artery disease, stroke, peripheral vascular disease, or diabetes plus at 
least one other CV risk factor who participated in the HOPE trial which 
was a 2 x 2 factorial randomized controlled trial of ramipril and 
vitamin E. Design and methods: Nested case-control study of the 5529 
patients from the HOPE trial participants from Canada in whom a urine 
sample was collected at baseline. All samples were sent to a central 
laboratory and stored at -80°C. Only those patients who were 
taking aspirin were included. Cases were defined as individuals who had a 
confirmed MI, stroke, or CV death after randomization. Control subjects 
were randomly selected from aspirin-treated patients who provided 
adequate urine samples but did not suffer MI, stroke or CV death after 
randomization. Cases and controls were matched according to sex and age 
(±5 years) in a ratio of 1:1. Urine was thawed and assayed for 
11-dehydro thromboxane B.sub.2 levels using the Caymann 

Chemical immunoassay. Results: Among 488 cases and 488 matched controls, 

the odds of an MI, stroke or CV death increased with each increasing 

quartile of 11-dehydro thromboxane B.sub.2, with 

patients in the upper quartile having a 1.8 times higher risk 

than those in the lower quartile (OR = 1.8; 95% CI: 1.2-2.7, p 

= 0.009). Conclusion: Among aspirin-treated patents who have established 



vascular disease, urinary 11-dehydro thromboxane B.sub.2 

predicts the future risk of MI and CV death, and may reflect 'aspirin 

resistance 1 . 
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s treated with aspirin may have a reduced 
antiplatelet effect. The mechanism accounting for such 
might involve an impaired interaction of 



aspirin with cycloox>vgenase-l (COX)-l. Objective: We sought to 
investigate whether platelets from patients under chronic treatment with 
aspirin still produce VxA2 and whether there is any relationship 
between the eventual peVsistent TxA2 formation and platelet aggregation. 
Finally, whether platelet-derived TxA2 can be inhibited by in vitro addition 
of aspirin. Methods: ColXagen-induced platelet aggregation and 
thromboxane-A2 (TxA2) were Veasured in 196 patients treated with 
aspirin (100-330 mg day-1) Because of previous vascular events or 
presence of risk factors of atherosclerosis . Results: Collagen-induced 
TxA2 production of the entire Ncohort was 128.7 ± 21.6 pg 10-8 cells, and 
was significantly correlated wrth platelet aggregation (Spearman's 
correlation coefficient = 0.44; \< 0.0001). Patients in the highest 
quartile of TxA2 showed higher platelet response to collagen (P < 
0.0001) when compared with those inVthe lowest quartile. In a 
subgroup of 96 patients, platelets were treated in vitro with a TxA2 
receptor antagonist ( 13-azaprostanoic\cid) or aspirin before 
stimulation with collagen. 13-APA acidNsignif icantly inhibited platelet 
aggregation. Aspirin reduced (-72.9%) Tx\2 production in patients 
with TxA2 values above the median but it wass ineffective in those with 
TxA2 values below the median. Conclusion: rfc some patients chronically 
treated with aspirin platelet production of TxA2 may persist and 
account for enhanced platelet aggregation. Incomplete inhibition of COX-1 
seems to be implicated in persistent TxA2 production 



REFERENCE COUNT: 



13 THERE ARE 13 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L8 ANSWER 7 OF 13 
AN 

TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 
AGENT: 



IFIPAT COPYRIGHT 2006 IFI on STN 

10608512 IFIPAT; IFIUDB; IFICDB 

METHOD FOR PREDICTING CARDIOVASCULAR EVENTS 

Eikelboom; John, Canning Vale Wa, AU 

Hirsh; Jack, Burlington, CA 

Yusuf; Salim, Carlisle, CA 

Unassigned 

FISH & RICHARDSON PC, 225 FRANKLIN ST, BOSTON, MA, 
02110, US 



NUMBER 



PK DATE 



PATENT INFORMATION: US 2004115735 Al 20040617 

APPLICATION INFORMATION: US 2003-670122 20030924 



APPLN. NUMBER 



DATE 



GRANTED PATENT NO. 
OR STATUS 



CONTINUATION OF: 



WO 2003-CA422 



20030324 



NUMBER 



DATE 



PRIORITY APPLN. INFO.: 
FAMILY INFORMATION: 
DOCUMENT TYPE: 



US 2002-367883P 20020324 (Provisional) 

US 2004115735 20040617 

Utility 

Patent Application - First Publication 

CHEMICAL 

APPLICATION 



FILE SEGMENT: 



PARENT CASE DATA: 



This application is a continuation of application no. PCT/CA03/ 00422 filed on 
Mar. 24, 2003 which claims priority under 35 USC (sec) 119(e) to U.S. 
Provisional Application No. 60/367 , 883 ■ filed Mar. 24, 2002, the entire contents 
of which are hereby incorporated by reference in their entirety. 



FIG. 1 demonstrates graphically the relationship between lldehydro 

***thromboxane*** B2 levels and risk of a cardiovascular event; 

FIG. 2 illustrates one embodiment of a test device according to the present 

invention; 

FIG. 3 illustrates the test device of FIG. 2 in association with a second 
strip; 

FIG. 4 illustrates a preferred embodiment of a test device of the present 
invention; and 

FIG. 5 illustrates yet another embodiment of a test device. 

AB A novel method for assessing the risk of a cardiovascular event is 
provided. The concentration of 11-dehydro thromboxane in a 
urine sample is measured and compared to a set of standardized 
quartile concentrations. A concentration of urinary 11-dehydro 
thromboxane that falls within the fourth quartile is 

indicative of a greatly increased risk of a recurrent cardiovascular 

event. 
CLMN 17 5 Figure (s).. 

FIG. 1 demonstrates graphically the relationship between lldehydro 

thromboxane B2 levels and risk of a cardiovascular event; 
FIG. 2 illustrates one embodiment of a test device according to the 

present invention; 

FIG. 3 illustrates the test device of FIG. 2 in association with a second 
strip; 

FIG. 4 illustrates a preferred embodiment of a test device of the present 
invention; and 

FIG. 5 illustrates yet another embodiment of a test device. 
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Background-We studied whether aspirin resistance, defined as 
failure of suppression of thromboxane generation, increases the 
risk of cardiovascular events in a high-risk population. Methods and 
Results-Baseline urine samples were obtained from 5529 Canadian patients 
enrolled in the Heart Outcomes Prevention Evaluation (HOPE) Study, Using 
a nested case-control design, we measured urinary 11-dehydro 
thromboxane B.sub.2 levels, a marker of in vivo 
thromboxane generation, in 488 cases treated with aspirin 
who had myocardial infarction, stroke, or cardiovascular death during 5 
years of follow-up and in 488 sex- and age-matched control subjects also 
receiving aspirin who did not have an event. After adjustment 
for baseline differences, the odds for the composite outcome of 
myocardial infarction, stroke, or cardiovascular death increased with 
each increasing quartile of 11-dehydro thromboxane 
B.sub.2, with patients in the upper v quar tile having a 
1 . 8-times-higher risk than those in the lower quartile (OR, 
1.8; 95% CI, 1.2 to 2.7; P=0.009). Those in the upper quartile 
had a 2-times-higher risk of myocardial infarction (OR, 2.0; 95% CI, 1.2 
to 3.4; P=0.006) and a 3 . 5-times-higher risk of cardiovascular death (OR, 
3.5; 95% CI, 1.7 to 7.4; P<0.001) than those in the lower 
quartile. Conclusions-In aspirin-treated patients, 
urinary concentrations of 11-dehydro thromboxane B.sub.2 

predict the future risk of myocardial infarction or cardiovascular death. 
These findings raise the possibility that elevated urinary 11-dehydro 
thromboxane B.sub.2 levels identify patients who are relatively 
resistant to aspirin and who may benefit from additional 

antiplatelet therapies or treatments that more effectively block in vivo 
thromboxane production or activity. 
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DRUGU, EMBAL, EMBASE, ESBIOBASE, FEDRIP, . ..' ENTERED AT 13:00:05 ON 03 
FEB 2006 

18243 S THROMBOXANE AND ASPIRIN 



FILE 'REGISTRY' ENTERED AT 13:03:05 ON 03 FEB 2006 
L2 IS 50-78-2 

FILE 'ADISCTI, ADISINSIGHT, ADISNEWS, AGRICOLA, ANABSTR, ANTE, AQUALINE, 
AQUASCI, BIOENG, BIOSIS, BIOTECHDS, BIOTECHNO, CABA, CAPLUS, CEABA-VTB, 
CIN, CONFSCI, CROPB, CROPU, DDFB, DGENE, DISSABS, DRUGB, DRUGMONOG2 , 
DRUGU, EMBAL, EMBASE, ESBIOBASE, FEDRIP, ...' ENTERED AT 13:03:38 ON 03 
FEB 2006 

L3 9682 S L2 AND THROMBOXANE 

L4 18 S L3 AND (QUARTILE OR QUANT I LE) 

L5 11 DUP REM L4 (7 DUPLICATES REMOVED) 

L6 37 S LI AND (QUARTILE OR QUANT ILE) 

L7 21 DUP REM L6 (16 DUPLICATES REMOVED) 

L8 13 S L7 NOT L5 



=> logoff y 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
171.74 

SINCE FILE 
ENTRY 
-1.50 



TOTAL 
SESSION 
277.79 

TOTAL 
SESSION 
-1.50 



STN INTERNATIONAL LOGOFF AT 13:22:49 ON 03 FEB 2006 



